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ABSTRACT: Endothelin (ET)-1 is a strong vasoconstricting peptide that regulates vascular 
homeostasis. However, the role of ET-1 in tumor growth and proliferation is unclear. We 
recently reported an ET-1-stimulated increase in thymidine kinase (TK) activity via a protein 
kinase (PK) C-sensitive pathway involving the type B ET (ETB) receptor. In this study, we 
investigated the role of intracellular calcium level in this ET-1-stimulated increase in TK 





]-ET-1(8-21), was suppressed by the phospholipase (PL) C 
inhibitor, U-73122. Moreover, the ET-1B-stimulated increase in TK activity was decreased 
by an antagonist of the IP3 receptor in the endoplasmic reticulum, Xestospongine C. An 
intracellular Ca
2+
 chelator, Quin 2AM, also inhibited the ET-1B-stimulated increase in TK 
activity. The effects of ET-1B were not suppressed by a membrane-permeable cGMP, 8-Br-
cGMP, but were prevented by a guanylate cyclase (GC) inhibitor, LY-83583. These results 
suggest that the ET-1-stimulated increase in TK activity is mediated by the intracellular 
calcium level induced by a Ca
2+
 efß ux from the endoplasmic reticulum via activation of the 

















пцҀҗӁҪһ̷Ӟ 1,4,5̹ ઃӝӦઓͅ IP3 ଦ͆ᄵളᖠ৊੓ѣࢣഝ݁Ѡѽјћѷᅍ౒ъҁє̞
ъѾѠшѣ ET-1Bѣ঳ݑѤ 8-Br-cGMPѣู݈ѠѽјћѤဲૐъҁєс̝ңҕҾӞઓҪ
ҢӜ̷ү೒ޕ੓Ѡѽјћᅍ౒ъҁє̞юџ҄і ET-1BѤ ETBଦᄵള҇ݵьћ PLC҇ߋ
ౖ݂ь̝ђѣєѶпђѾф IP3୯ڕс௒஧ь̝шҁѠѽјћ஛ၙളрѾѣ Ca2+ᅻୟс
ౡэ̝ҨҗһҰ̷Ӟඩѣ Ca2+ᆙѣഄ݈ѠѽҀ PKCѣߋౖ݂҇ݵь̝ѳє੎ၙ຿ cGMP
୯ڕѠ߷ଦౖѣзҀݦนѠږјћ TKѣߋౖ௒஧҇ଗࡎьћйҀшѝс৤нѾҁ̝ш
ҁѾѤ໚ࠣѣഄ௮̡౗ේѠႺಅѠ࠙ᄮьћйҀшѝс૙ਫъҁє̞
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